Cardiovascular safety has to be proven for antidiabetic therapy for type 2 diabetes according to the guidance from regulatory bodies.
Type 2 diabetes is a progressive chronic disease leading to vascular complications over the years when treated insufficiently. 1 Mellitus Patients (EMPA-REG OUTCOME) trial, had a previous history of myocardial infarction, in almost 75% coronary artery disease had been diagnosed and up to 25% had suffered from a stroke or had signs of peripheral vascular disease. The diabetes duration in the study cohort was also long, with a majority of patients being diabetic for more than 10 years. Likewise, signs of renal complications were also prevalent (microalbuminuria in approximately 30%; macroalbuminuria in 10% of patients). The majority of patients were on a combination therapy for their type 2 diabetes with antihyperglycaemic medications. Concomitant medications for hypertension and dyslipidaemia were widely used with >90% of patients receiving antihypertensive agents and 80% receiving statins or other lipid-lowering drugs.
Empagliflozin was added to standard treatment at two doses of either 10 or 25 mg once daily in the intervention group. In the comparator arm, standard care was intensified to reach comparable glycaemic outcomes in all study arms. Both empagliflozin doses resulted in a significant reduction of total mortality and the three-point major adverse cardiac events (MACE) rate, mainly driven by a reduction of cardiovascular death. The number needed to treat (NNT) was 39 over a time period of 3 years. Empagliflozin was well tolerated with an increased rate of genital infection as an adverse event (6.4% versus 1.8%) but no increase in other adverse events. 6 The reported risk reduction was most likely multifactorial and not related only to glycaemic effects, since the difference in event rates occurred early during the study and glycaemic control was comparable in all study groups. SGLT-2 inhibitors may elicit vascular effects and may change In addition, there are now stimulating and positive data to explore the action of SGLT-2 inhibitors further in order to explain the findings of the EMPA-REG Outcome study in more detail and in mechanistic pathophysiological models. This may help to evolve the drug class further and may help to identify patient groups that have a specifically high benefit from such a therapy. 7 ■
